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E ROMMER LAWRENCE & HAUG LLP 

745 FIFTH AVENUE NEWYORK,NEWYORK~O~~~ 
TE~:(212)588-0800 FAX: (212)588-0500 

August 17,2004 

BY FACSIMILE & FEDERAL EXPRESS 
Division of Dockets Management (HFA-305) 
Food and Drug Administration 
Room 1061 
5630 Fishers Lane 
Rockville, MD 20852 

CITIZEN PETITION 

The undersigned, on behalf of Watson Pharma, Inc., a subsidiary of Watson 
Pharmaceuticals, Inc. (“Watson”), hereby submits this Citizen Petition, in 
quadruplicate, pursuant to the Federal Food, Drug, and Cosmetic Act, 21 U.S.C. 
3 355(j), and FDA regulations 21 C.F.R. $8 10.30, 314.94, and 314.101. 

A. Action Requested 

That the Office of Generic Drugs of the Federal Food and Drug 
Administration (“FDA”) refuse to receive for substantive review, under the 
provisions of 2 1 C.F.R. 6 3 14.101 (b), Abbreviated New Drug Applications 
(ANDAs) for generic formulations of FerrlecitB (sodium ferric gluconate complex in 
sucrose), until the FDA establishes guidelines for determining whether a generic 
sodium ferric gluconate complex product is the same active complex as FerrlecitB to 
qualify for submission as an ANDA under 21 U.S.C. 6 355(j)(2)(ii)(II). 

B. Statement of Grounds 

FerrlecitB is a highly complex macromolecule that is manufactured using a 
specialized process to ensure that the same active complex is consistently produced. 
Watson has already filed an earlier citizen petition through another agent, 
Chesapeake Regulatory Group, Inc., requesting that the FDA refuse to approve any 
ANDA citing FerrlecitB as the listed drug unless the generic applicant can establish 
that (1) the process used to produce the generic product is the same as Watson’s 
process for producing FerrlecitB and (2) the physicochemical characteristics of the 
generic product are the same as those of FerrlecitB. (See enclosed Watson Petition 
of Feb. 13,2004, Docket No. 2004P-0070). FDA has not yet acted on that earlier 
petition. (See enclosed FDA letter dated August 15, 2004). The instant Citizen 
Petition amplifies upon Watson’s earlier petition. 
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As explained in the earlier petition, using the same process as that used to produce 
FerrlecitB is critical, because there is no identifiable active ingredient before creation of the 
FerrlecitB final product: sodium ferric gluconate polymers in an aqueous sucrose. (See Watson 
Petition, at 4) For this reason, a strictly-controlled manufacturing process is absolutely essential 
to the reproducibility of the drug product. Moreover, certain changes to the manufacturing 
process may alter the physicochemical characteristics of the drug product and negatively impact 
the safety profile of a sodium ferric gluconate complex product. Id. 

Fully characterizing FerrlecitB’s physicochemical properties is also essential for 
determining whether a generic product contains the same active complex as the reference listed 
drug Ferrlecit@, to qualify for submission in an ANDA under 21 1J.S.C. 4 355(“)(2)(ii)(II). 
Information based on existing studies demonstrates that differences in the generic product’s 
chemical structure or molecular weight may result in therapeutic inequivalence. (“Tee Watson 
Petition of Feb. 13,2004, at 7-l 0). These differences may require additional cl.in%c al studies to 
ensure that the proposed sodium ferric gluconate complex product exhibits equivalent safety and 
effectiveness profiles as Ferrlecit@,. 

These unique and complex issues mandate that ANDA. applicants do more than merely 
show that their generic products contain the same qualitative and quantitative ingredients as 
FerrlecitQ. (See Aug. 6,2004 AAC Suitability Petition, Docket No. 2004P-0360, pp. 2-3, 
contending that a proposed gerreric version of Perrlecit~ in a different dosage strength will be 
bioequivalent to FerrlecitQ because it contains the same active and inactive ingredients). Indeed, 
the structurally-dependent manufactaring process &rd lack of full characterization of Ferrlecit@ 
require that the FDA first establish guidelines for determining what support is necessary to prove 
that generic sodium ferric gluconate complex products contain the same active complex as 
FerrlecitQ to qualify for submission in an ANDA. 

Accordingly, until these issues are resolved and guidelines are established, the FDA 
should refrain from even receiving for substantive review any ANDA for generic sodium ferric 
gluconate complex based on the listed drug FerrlecitB. Receiving for review any such ANDA at 
this stage would be premature and a waste of FDA and industry resources. 

c. Environmental Impact 

Petitioner claims a categorical exclusion from the requirement of an environmental 
assessment or environmental impact statement pursuant to 2 1 C.F.R. $ 25.3 1. 

D. Economic Impact 

Pursuant to 21 C.F.R. 0 10.30(b), economic impact information is to be submitted only 
when requested by the Commissioner following review of this Citizen Petition. 

0021l957 
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E. Certification 

The undersigned certifies that, to their best knowledge and belief, this Citizen Petition 
includes all representative data and information known to Petitioner which are unfavorable to the 
Petition. 

Watson will be in contact with the appropriate FDA officials to schedule a meeting to 
discuss the various technical and safety related issues raised in the instant petition. 

Respectfully submitted, 

FROMMER LAWRENCE & HAUG LLP 

By: 
Charles J. Raubicheck 

Enclosure 

cc: Gary J. Buehler 
Director, Office of Generic Drugs (HFD-600) 

00211957 



February 13; 2004 

Dockets Management Branch (HFA-305) 
Food and Drug Administration 
Department of Health and Human Services 
5630 Fishers Lane, Room 1061 
Rockville, Maryland 20652 
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Citizen’s Petition; 
.I 

The undersigned, on behalf of Watson Pharma, Inc. (“Watson”), a subsidiary of 
Watson Pharmaceuticals, Inc.; &ubmiis th& petition tidei SecnorG ‘565(b) andi505(i) of 
the Federal Food, Drug, and Cosmetic Act (FDCA) (21 ~.?X!.‘ $6 355 @b)-and’(j j) and 21 
C.F.R. 5 10.30, to request that the Commissioner of Food and @ jigs withhold~pproval 
of any Abbreviated New Drug Application (ANDA) fir $.@neti~ version of Ferrlecit@ 
(sodium ferric gluconate complex in sucrosej ‘until the ‘&@diti&is set forth m&is petition 
are satisfied. 

_, t 

A. Actions Requested 
, 

i. . 
Watson asks that FDA not approve any ANDA c$ing Ferrlecite as the reference 

listed drug (RLD) unless the: 

1. 

2. 

3. 

process used to manufactLve the generic product has been adequately 
demonstrated to be the same a$ Watson~s,ma@fa$ring process for 
Ferrlecit@, and 

! f 

physiocochemical characteristics of the gene$c product are the same as those 
of Ferrlecit@ , and I 

the active ingredient or, in this case, the final genetic product can be 
adequately demonstrated to be the “same as” ‘pt ,of the reference listed drug 

If all of the above requirement cannot be met the4 the FDA shouJd require that the 
applicant submit an NDA supported by a demonstration of equivalent safety &d 
effectiveness based on results of appropriate preclinical ‘&d CliniGl studies. .i j 

PageloflO : - f 
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B. Statement of Grounds 

1. Introduction and Background 

The Food Drug and Cosmetic Act requires that any person filing an Abbreviated 
New Drug Application for a drug containing a single active ingredient must demonstrate 
that the active ingredient of the new drug is the same as that of the approved reference 
drug.’ As discussed in detail below, a manufacturer of generic sodium ferric gluconate 
complex in sucrose for in’ection will not be able to produce the same active ingredient or 

d final product as Ferrlecit unless they use the exact manufacturing process us&d by 
Watson. If the exact process is not used, the FDA must require that the sponsor of the 
generic product demonstrate that the effectiveness and safety of their product is 
equivalent to that of Ferrlecit@ by performing adequate preclinical and clinical, studies. 

Ferrlecit@ is an iron supplement for intravenous administration. It is a high 
molecular weight macromolecule known as sodium ferric gluconate complex in sucrose. 
It differs both structurally and chemically from the other types of parenteral iron 
supplements on the market, i.e., iron dextran and iron suqrose. Because the process used 
to manufacture Ferrlecit’ is complex and employs both specialized equipment and tightly 
controlled processes, the manufacturing process is critical to the final structure of the 
Ferrlecit@ macromolecule. In addition, because of the complexity of the macromolecule, 
its structure has yet to be determined and can only be partially inferred from ’ 
physicochemical testing. Therefore, until the exact structure of the Ferrlecit@ 
macromolecule can be established, it is impossible to determine if two products, made by 
different manufacturers, are the same. 

2. History of Injectable Iron Compounds 

In the 1950s Fisons Pharmaceuticals introduced the first injectable iron product 
Imferon@, an iron dextran, in the United States. Iron dextrans are colloidal solutions of 
ferric hydroxide solubilized by partiahy hydroIyzed dexdan of low molecular weight. 
FDA accepted this product in 1968 according to the pro&ions of a DESI-revikw.2 In 
1990, Fisons withdrew the product from the market due to m.anufacturing issues related 
to particulate matter. In 1992 Schein Pharmaceuticals introduced a new injectable iron 
dextran product called INFeD@. In 1995 American Regent introduced another, iron 
dextran called Dexferrum? These two iron dextrans are pot exactly the same; the iron 
complexes in INFeD* have a significantly lower average molecular weight than those in 
Dexferrum@, but both are considered to be iron dextrans.rNone of the iron de&an 
products are rated as therapeutically equivalent to one another.’ 

’ 21 U.S.C. 0 355(j)(2)(A)(ii)(I) 

2 FDA Review of Pharmacokinetics and Iron Utiliz+at&n.$tudies, November 28, 1995, 
ANDA 40-024, Iron Dextran Injection, USP, Luitpold Pharmaceuticals, Inc. 

Page 2 of 10 



While iron dFxtr+n, iron sucrose,and sodium fe@p* glukonate complex in sucrose 
.&re all considered 

8 
arentekl iron supplemerits, they diffep greatly in their mol{cular 

weights. Ferrlecit ’ is the largest molecular weight prod&t df sill tl& p&kite& iron 
preparations, and therefore, the most cherkically cornpIe& As will be discussed later, 
molecular weight may have an impact on both .tfie effec$veness of these prod&s, as well 
as their safety profiles. 

3. FDA should not approve any ANDA referepying Ferrlecit@ unless the 
generic product has be& shown to be maritifaktured according to ihe &tie 
process as Watson’s, or the safety and effectiv@e$s’of the generic Ijroduct 
has been shown to be’ equivalent tb Ferrlecit@ F adequate clinical $tudies. 

.v ,, i 
a. The Manufacturing Process Of Product Is Ex&r&l) Complicated, ‘Dikult 

To Reproduce And Creates The ‘Distinct ~~e$iic&&ructur& Of Feklecit’. 
/ 

The Ferrlecit@ manufacturing process was developed almost 45 years ?go and is 
unique in that it starts with simple components and proc$e!,s %yFgh a series of caretilly- 
controlled chemical reactions .and purifickion/steriliza@‘s~eps to produce the final ‘ 
macromolecular product. It is also unique in that there 1$ no identifiable activi ingredient 
before the creation of the final product: sddiutn ferric &k&ti ljdrymers in & aqiiebGs 
sucrose soIution. Because of these ficts, the process’mu’k be strktly controlled with 
numerous in-process tests to assure the identity, stren&: quality‘. purity and ’ 
reproducibility of the final drug pro&&. 

. .,~ .,_.,.. ?. , . 
. .i-. / 

The actual manufacturing process is a multi-step .troce:s involving n&erous 
individual ingredients which must be combined in .a sp,ec& order, it specific fates and 
under specific conditions for the reaction to proceed corrkctly. Et;en the conf@uration of 
the reaction vessel can be critical, becausi: a controllea h@+&k&s chemicsil rea’ction 
is a critical step in the preparation of Ferrlecit’. The process therefore uses +t~~ 
designed equipment that was created specifically for the broduciion of’this product. 
Reaction temperatures, pH, fil,tition, and addition, s&‘ririg ~$3 flbw rates ‘must be 
controlled throughout the process to r&prc&ibly cr&ate$e Fetile&@ drug product. 
Variations in any of the% pknneters throughout the ~atiuf&cturi& process c&id result 
in critical changes to the final product.’ 

! .’ 
The ma.nufactu&g process was originally develobed in 1959 and subskquently 

transferred to a different manufactmng facility which &]I manufacturers the iroduct. 
When the production was transferred to the current facility, the a&al production 
equipment was also transferred in order td minimize a.riy ‘vtiriakk in the proce$s. With 
only minor modifications to. the filtration technology, this equipment is still be$g used 
today.’ 

,., 

7 Data on file at Watson Pharma. 
I I 

! 

* Data on file at Watson Pharma. .’ t 

I 
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i 
b. Physicochemical differences resulting from-different methods of production 

could have a ‘negative impact on the efficacy @a gene& product. ” .. 
i 

In its review of an iron dextran product, FDA stated that, “‘aside from~molecular 
weight differences (see discussion below) there may be’ &hc;‘phy&ochemicall * 
differences resulting from probable different methods of$%$&%$~. .which ii&ht mat&r 
in terms of efficacy.“g In noting this, FDA acknowledges that a difference in the 
manufacturing process of these far less complicated iron dextrgcompounds could have a 
deleterious effect on the final product and its effective&%&. B&ed’.on Fcrrlecit’s large 
molecular weight and molecular complexity, one would ~x~~cz”,r~~t;,^~~~~‘~~~ 
to any change in the tiariufactuiing process. ’ ; ” : 

i 
c. Physicochemical differences resulting from’differect methods.of production 

could have a negative impact on the safety cfk generic product. 1 +___.._ .i 
Due to the complex nature of the manufacturing process, all attempts l&e been 

made to keep the procedures, equipment, and parameters’the same over the last @‘years 
of production to assure. a’ cbnsistent final product. How&er, there have been skveral 
instances where certain parameters of the process were’ ir&&%a$ cha&$d Fd resulte‘ea 
in an apparent increase in the reported adverse events. I 

In the mid 199Os, a marked increase in the number bf,adverse events r$orts was 
noted in data coming from Italy and Germany for Fe&&@ (the European brand name for 
Ferrlecit*). In the first half of 1995, a total of two adverde events were reported in Italy 
and four in Germ&y. In the second half of the same‘j%& ‘?lie.ad%%se event &i&ace” - 
rose to 60 in Italy and 38 in Germany. After an exhaustive investigation of the 
manufacturing process, it was determined’that the so&e’of bne of the ingrediknts of the 
product had been changed. Although both ingredients f&n botiso&ces met’@‘rigorous 
European Pharmac.opoeia standards, sub$itutingOone?& h&%lier resulted ‘in 7 drani&i’d . 
change in the safety profile of the final product. ’ ‘- , 

I 

In another case, a preservative-free version of Fe&ecit@ was manufactured for use 
in a clinical study. The product was made in exactly the bame manner as the commercial 
product except that preservative was eliminated. The pre’s~r~a~~~~~ee‘clinic~~ @ial 
material was manufactured using production equipment &d prohuctidn batch reco&’ 
according to the process used for the commercial product”on ofthe preserved Ferrleci?. 
When used in the clinical study an unusually high nun&k of patients discontinued from 

ani the study due to adverse events.. Although the events d ot be definitely attributed to 
the change in Ferrlecit@ formulation, it is reasonable to+ s&pect that it was a contributing 
factor. I. : ._ !.. 

: ’ 

,  ._ i .  .  ‘... 1 .  . ._I ., 
’ November 17,1992 Amendment in Support of Pharma{eutical Equivalence and Waiver 
Request, ANDA#40-024, Iron Dextran Injection, USP, Luitpold Pharmaceutic$s, Inc. ; - ..I ,. 

lo Data on file at Watson Pharma. 
< ! : 
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4. j +t$l+t+. @rug product is fully character&d, it iS dot possible t& 
determine if & generic $kd‘iikt i~‘fr;e-((saiia~)):a{ -F&-i&it@ asTrequi$ed under 
the FD&C act. 1. 

.: -;,. .v_ .,_,, ;..; ..‘, ._ 
Since its development in 1959, there have been ongoing efforts to fully 

characterize the Ferrlecit* macromolecule. Much of the &rly work was performed by 
Dr. Keppler in Vienna and Heidelberg, Germany. &t& {esear&h~was performed by R&D 
Labs and Watson Laboratories to support the Ferrlecit* ?A. I 

Unfortunately, the molecular complexity of Ferrlecit@ is high and no 
! 

unambiguous structure can yet be a,ssigned. Standard characterization te&.n~q~es, such 
as nuclear magnetic resonance (NMR), h&e proved onlyi partially %%ctive fb;’ 
determining the structure of the Ferrlecit” macromolecu$ due to, the pammagnetic ferric 
centers. X-ray crystallography is ineffective because’df the amorphous nature ‘of 
Ferrlecit@ in fluid solution. However, some aspects oith~‘str?i~ture may be mferred from 

. ..I. ,,..” 

other spectroscopic data and chemical analyses. ’ 1 I 

In 1997, extensive additional physiochemical tes&g using state-of-the&t testing 
was performed on Ferrlecit@’ ’ Bwed on Qwe resub, it $y gy$$@ t~q~.Ff$,?@~ j> .., 
an aqueous pH 8.5 solution containing an anionic high mole&Jar werght polynuclear 
ferric species, benzyl alcohol and excess sucrose. There’ fs no ‘~$jerimenti &d&%‘for 
the presence of Fe(I1) sodium chloride or carbonate, or dextran. 

! ‘:” -.’ I 
The structure proposed in 1997 consisted of a”di$-on-repeat unit bridged by’ . 

carboxylate groups and h$roxo/oxo groups, ?%e %6n’&@dir;‘atiori number vv;as 
determined to be six and the &on ato-ms in a high spin, ‘S=%. if one assumes the average 
molecular weight of 350,000 (based on the best availal@ data at the t&e), th& the 
number of repeats of this unit shown in the figure would be about 200. ‘To be bnsisten! 
with the known reaction,stoiohiometjr of’Ferilecit@ [Fe&(CcHi 107)(C12H&Jr I)s], it 
was assumed that four sucrose molecules were direqtfy c&ordinated with iron&rd.&at the 
additional sucrose molecule .must be associated with the bomplex, presumably ‘through 
hydrogen bonding to the other hgands. .I .;:.:.;+ _ .:A, .:. ., ,i+. -, . . :’ 

.I 
More recent research sponsored by Watson Labor#tories provides somewhat 

contradictory results. Recent analyses examined the’physi~hemieal$6pertms of a 
highly purified Ferrlecit~.m,~croplpl.~~~e~. whi-ch wa~th+r rs@ated as a I yophihzed solid. 
It is important to note that the purifkation/lyophilization processes do not change the 
structure of the macromolecule as evidenced by the fact that the purified macromolecule 
has the same electron& structure as the. m~~romole;u$ j+ the oommercial product. 

Using the purified product, experimental results pirovide no evidence for sucrose 
coordination to iron in lyophmzgd F&&it. Eieme&$ ‘~iysis’~~~~e’a’F;~~fecit~ 1_. 

j -.I 
, 
! 

“. ’ . 1, .: i 
r1 Data on file at Watson Pharma. 

I 

I2 Data on file at Watson Pharma. 

,; I. ! .’ 
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indicates the. presence of one sodium atom per 14 iron atoms, compared to the ‘previous 
results that ‘indicated a ratio of 1:2. Tfi;e’&rafiltration prodess removes lOOoh of the 
sucrose and 6 1% of the sodium gluconate. The present c&l&o&, bas’ed on k&the 
evidence generated to date, is that the Ferrleci? macromblecule is not associa(ed vvi@ a 
significant quantity of sucrose and contains less sodiun;? iluconate than previously 
believed. In addition, based upon the new data obtained ‘&r the $.i&ed’Fe&&t@ 
macromolecule, the molecular weight ranges from app~o$ima@y 330,600 to ?50,0‘00 
daltons, higher than previously thought. 

. . . ..i*.” . ,, .._ 
t 
i . . .I. * 

These results indicate that Ferrlec? is an unusually complex ina&omolecule that 
is diffkult to characterize, even with current state-of-the-p testing. Because of the 
paramagnetic nature of the ferric centers, the standard tes;ts. used for.stru$ural, ,. _, 
characterization are impossible to perform As we employ each neiv method of 
characterization, we are finding out more about the nature of this complex 
macromolecule. However, because it is so diffkult’to ~&mit&$ &aracterize the actual 
structure of the Ferrlecit@ macromolecule, it wili’be impc&icfgto ‘demonstrate any sort of 
chemical comparability with a generic product withou! uiing .the extensive tesf 
procedures that we have employed. Even performing this exha$tive’bari-age of tests may 
not guarantee that a generic product is structurally komp@ble to ‘Fed%&@ bTause one > “ ., 
can only infer the structure from the results. i :. I \’ 

5. If the molecular wejght of a keneric prod&$ gift@% sig&ficanti$ from ‘the 
molecular weight of Perrlecit*, clinical studies ,should be required to 
deinonstrate.equivalent safety -. _i ‘> jt ,: . .” . . . L 

.I-,. . . 

FDA has previously raised concerns about the 5omparability of iron de&ran 
products with different molecular weights. In 199 1, Lu~tpold’Phannacuti~s~ fiEd an 
ANDA for its iron.dextran product Dexferrum’. This application requested a waiver 
from using Imferon@ as the reference listed d.$g”_because:the m*anufaFtyer had removed 
that product’ ‘from ‘t‘rik~m&ket ‘due to othei:problemii 7’~~~~~.~~uitpdI’aSs’~~q~~~t’~~r & 
waiver based in part on the “dramatic difference in,mole$,$a;. @g;ht between lthe test and 
reference drugs.7713 At FDA’s request Luitpold tested thl molect&r vveightk’of its 
product Dexferrum@, the former reference listed drug hr&on’arid’me currekt’&D, .._ _,- 
INFeD@. The FD,A.reviewer states that the molecular weight of Dexferrum@’ $iffers _ --^_ ” _. . . “. . . . ..“....-._ ^ I.. . d. “y@w 
immensely” from the values for Imferon and INFeD 

, 
, .yy@.y?~~d~~t la+ ;ndicate 

that Dexferrum is twice the molecular weight of INFeD. i ,. . . -i 
Because of this dramatic difference in mole@ar,&eighis; the FDA re$ired , L .,.,.. ,%. 

Luitpold to perform additional clinical studies to &mom&rate mat the products were 

I3 Review of Pharmac&ineti~,and fron Utilization~~S@.li~s,‘November 28, 199$, AiVDA 
(I . 

-1. ,.. I, 
40-024, Iron Dextran Injections, USP; supra at 2. ,i I, ,. _, -.!’ ,. .; ,. - .I 
I4 Letter from P-D-4 to Luitpold Pharmaceuticals, Inc., April 9, 1993, regardingIron , ” . , . 
Dextran Injection, ANDA 40-024. 



! _. 
equivalent. The FDA required that a pharmacokinetics siudy and an iron utiliiation study 
(consisting of determining the degree ‘df mobilization of &on “from-&e ii!ond%&iri %” I 
ferritin storage and hemoglobin synthesis) be performed. i Based on these.rest& the PDA 
found that Dexferrum was therapeutically equivalent to yD@. 

_j. : I ! 
Although the products were shown to be comparable with respect to th;ir 

I. . . . I 

effectiveness based on pharmacokinetics and iron util&a&n, there was no attempt to 
prove them comparable with respect to safety. It is possible that differences iri’their 
molecular weights could have an on effect on their resp&ive iafety p&l&.” In a 
retrospective study published in 2001, the authors analyzed the data from 8/? 1,252 
administrations of intmvenous iron dextmn. Of this @nbkr mere .$ere- $,6$ @ported 
suspected adverse drug experiences. However, when:& incidense of adverse events 
was compared by specific iron products, there were eight times more events in’ patients 
receiving Dexferrum@ than in patients receiving INFeD*:‘” 

I 
These data may indicate that, although these prodLct.s appeared eqtii&ent based 

on measures of therapeutic equivalence (pharmacokineti&.and iron utili~~ationj, they 
may, nevertheless, exhibit markedly different safety pr@$es: This illustrates the point 
that iron complexes are unique compounds that may not behave i% the “body &“do 
conventional drugs. Because two iron compounds h&e &&n’sho*%n io’$k therapeutically 
equivalent does not assure that they will have the same s$fety pr&lile, especially when 
they are physicochemi&lly difl%rent. - 

I .,. ;I , .I I ..- .,_ 
. I 

i i, 

If produ& differ significantly in molecular weight or other physicochimical 
parameters, clinical studies should be required to demon&rate equivalent safety. As a 
condition of approval, the FDA required that Watson. Prh@a pe&m .a la@@; i 
multicenter, placebo-controlled clinical study to evaluate:the safety of Ferrlecit@.i’ This 
study involved almost 2,600 patients and should serve ,as the model for comparing the 
safety of parentera iron products. 

. ? ,. _I 1 I ,’ 

t I 

6. The FDA considers parenteTa colloidaJ $olktio,ps to be.,a &obI&n and, 
requires additidnal tkting to cbnfibi eqbiwilk$ce. I’ / 

As stated by the FDA in its review of Dexferrum 1, @ “[alnother problem:is that iron 
dextran is not a true solution.. . . As-with parenteral suspe$sions, parenteral colloidal 

,. ~ 1 
!. ‘._ . 

i- -, .I 

i5 Fletes R, Lazarus JM, Gage J, Chertow. GM. Su,spe&eb iron d&ra&elated. adverse 
drug events in hemodialysis patients. Am J Kidney Dis. )OOl Apr;j7(4):742-$ 

I. . 
I6 Michael B, Coyne, DW, Fishbane S, et. al. Sodium fe& gluconate complek in 
hemodialysis patients: adverse reactions compared to plsicebo and iron de&r?. Kidney 
Int. 2002 vay;61(5):1830-9. ! . 

t I 
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solutions are c~o.n@e~e.d by the Division of Bioequivalenie to be a problem an& waivers 
of in vivo bioequiirsrlence studies tie‘iot’ ‘@&ted dn thim.“17 I / I / 

Like iron dextran, Ferrlecit@’ is a colloidal solt&o~, i.e., a heterogeneods &x&-e 
of ferric gluconate particles in an aqueous’ sucrose soluti& and &‘a &stilt pr&&nts the 
same barrier for granting a waiver of in vivo bioeqtiitia.le&&‘&i&ji r’e$&%ie& Add to 
this problem the issues already discussed,‘incluc& Fekrl&t’~‘c&?$e~ &%&@e; . 
manufacturing process, difficulty in characterizatioti, mo ,ecular weight, and it becomes i 
clear that producing a generic god&t Lditzl the same $i$c+ke&cal j%opei;tii=s tid the 
same safety and effe&%fi~~& jGo61& ixriii be &ha&$&g if not ‘itii%&ibI& ’ Ii;‘ fact, 
many of these issues would directly impact on a g&erik dpplica&‘s’l;bilitybility to “’ 
demonstr@e or claim @ @ its product was the ‘%ame”~a.$ @&$$$tig& f%~d:&i!g,’ I II.’ *- ’ ’ 
Ferrlecit@. ; . > 

! I . 

i 
C. Conclusions .: , 

,k . . * : * I. i . “. .’ :‘ ~’ 

Based on the above in$orm&on, for a generic m&ufactur& to produie’ sodi& 
ferric gluqonate complex in sucrose for injection that i? i$e “s&>‘as l?errle&‘@  yder the 
Statute, the applicant must demonst&te t&t: - 

, ‘.. ” _. ’ , ., , L . .., 

1. The process used t9 manuf&t~e,~e generic $o&ct has beeti ade@sitely 
shown to be thq sgme as ,Wqts$n.‘s mF$actu;ing process for Ferrl&it*, and :‘: ‘:’ ‘. j. . , 1 :-. I 

2. The physiocochemical characteristics of the gkheric product are .tl$ same as 
those of Ferdecit’, and 

3. The active ingredient, or in this case, the final product of the gener@ version is 
the “same as” that of Ferrlecit@. i ,. . , 

If all of the. above requirement cannot be rn@.@eG &e J??&,,&&d req&re an 
NDA supported by a demonstration,46f equivalent s*afety dnd-effectiveness based on 
results of appropriate preclinical and clinical studies. i I 

i 2 I 

. . ,.,.. . >. .f. . . 
” See Review of Pharmacokinetic and Iron iTtiljzatiori> Spdi&, M&h. i I, 19&, &pia at 
2. * 
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Economic Impact 
., :‘ _.- j....; : ‘:.-,:*..I~ _ :, r ,, 

E. i.. /. 

mfavomble to the petition. 
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DEPARTMENT OF HEALTH Br HUMAN SERVICES 

Foad and Drug Adrninistratian 
RockviUe MD 208!57 

David Zuchero, M.S., J.D. 
Chesapeake Regulatory Group, Inc. 
6574 River Clyde Drive 
Highland, Maryland 20777 

Re: Docket No. 2004P-007OKPl 

Dear Dr. Znchero: -._. - _ -. _ . .‘b.. .-FIT- 
_ .- ----_. - .._.-- ._ 

i 
I am writing to inform you that the Food and Drug A&nin.istration (FDA) has not yet 
resolved the issues raised in your citizen petition submitted on February I3,2004, on 
behalf of Watson Pharma, Inc. Your petition requests that the Agency refrain from 
approving any generic versions of Ferrlecit (sodium ferric gluconate complex in sucrose) 
until certain conditions are satisfied. 

FDA has been unable to reach a decision on your petition because of the need to address 
other Agency priorities. This interim response is provided in accordance with FDA 
regulations on citizen petitions (21 CFR 10.30(e)(2)). We will respond to your petition as 
soon as possible given the numerous demands on the Agency’s resources. 

Sincerely, 

J&A. Axelrad 
Associate Director for Policy 

- Center fbr Drug Evaluation and Resews% ---- ~1 


